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RESPONSE TO APPLICANT'S AMENDMENT 

1. Applicant's amendment, filed 8/21/04, is acknowledged. 

2. Claims 1-5, 7-47 are pending. 

3. Claims 11-12 and 15-45 stand withdrawn from further consideration by the Examiner, 37 
C.F.R. § 1.142(b) as being drawn to a nonelected invention. 

4. In view the exclusion of SEQ ID NO: 54 based on the art rejection, the Examiner has 
extended the search to cover SEQ ID NO: 53. 

5. Claims 1-5, 7-10, 13-14 and 46-47 are under consideration in the instant application, as they 
read on an a peptide comprising the sequence R1-X1-V-R-X4-R2 and compositions thereof, 
SEQK)NOs:51 and 53. 

6. Applicant argument regarding the restriction that claims 11-12 and 15-19 have been amended 
to be dependent from claim 1 and that they are all directed to combinations comprising the 
subcombination of the peptides of claim 1, is acknowledged but the restriction requirements 
deemed Final for the reasons off record. Further, Inventions of Group I and Group II are related 
as mutually exclusive species in an intermediate-final product relationship. Distinctness is 
proven for claims in this relationship if the intermediate product is useful to make other than the 
final product (MPEP § 806.04(b), 3rd paragraph), and the species are patentably distinct (MPEP 
§ 806.04(h)). In the instant case, the intermediate product is deemed to be useful as antigen and 
the inventions are deemed patentably distinct since there is nothing on this record to show them 
to be obvious variants. Should applicant traverse on the ground that the species are not 
patentably distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is the case. In 
either instance, if the examiner finds one of the inventions anticipated by the prior art, the 
evidence or admission may be used in a rejection under 35 U.S.C. 103(a) of the other invention. 

7. Claim 46 is objected to under 37CFR 1 .821(d) for failing to recite the SEQ ID NOS. in the 
claims. Applicant is reminded of the sequence rules which require a submission for all 
sequences of 10 or more nucleotides or 4 or more amino acids (see 37 CFR 1.821-1.825) and 
is also requested to carefully review the submitted specification for any and all sequences 
which require compliance with the rules. 

8. In view of the amendment filed on 8/21/04, only the following rejections are remained. 

9. The following is a quotation of the second paragraph of 35 U.S.C. 1 12, 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 
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10. Claims 2 and 9 stand rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

A. Claims 2 and 9 are indefinite for reciting "from about 4 amino acids to about 12 amino 
acids" in line 1 . It is unclear how many amino acids constitute "about". One of skill in 
the art would not know if applicant meant 3 amino acid, as many as 13 amino acids, or 
even more. 

Applicant's arguments, filed 8/21/04, have been fully considered, but have not been found 
convincing. 

Applicant traverses the rejection because it fails to present a prima facie case of indefmiteness in 
light of the standard set forth at MPEP 2173.05(b). Applicant submits that the "term" is not 
indefinite. Applicant submits that the skilled person would understand that the number of amino 
acid can only be an integer such that the term "about 4 amino acids" would not be so ambiguous 
allegation posed in the statement of the rejection. Applicant further submits that the skilled 
person would certainly recognize "about 4 amino acids" to include 3 amino acids as well as 5 
amino acids because the language would be understood as not limited to only "4 amino acids", 
and that "about 12 amino acids" to include 1 1 amino acids as well as 13 amino acids because the 
language would understood as not limited to only "12 amino acids". Applicant points out that 
the Examiner interpreted the term about 12 amino acids to encompass a length of 14 amino 
acids, which indicate the lack of ambiguity with respect to the scope. 

Contrary to applicant argument the term about when used with amino acid length and/or range is 
ambiguous because it is unclear what is the upper or lower limits of the amino acids claimed. 
Would a 20, 25, 30 or 50 amino acid sequence still reads on the scope of about 12 amino acids. 



1 1 . The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and using it, 
in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 



12. Claims 1-5, 7-10, 13-14 and 46-47 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for a peptide consisting of SEQ ID NOs: 19, 22 and 24-32 
or their full retro-inverso peptide sequence, does not reasonably provide enablement for any 
peptide "comprising" the sequence R 1 -X 1 - V -R-X4-R2 in claim L wherein Rl is a peptide 
"comprising" SEQ ID NO: 13- 17 in claim 3, or wherein the peptide "comprising" "at least one 
sequence" of SEQ ID NO: 1 8-32 in claim 4, wherein the peptide is "partial retro-inverso peptide 
sequence in claim 6, that comprises "at least one D-amino acid" in claim 7, a retro-inverso 
synthetic peptide "comprising" the amino acid sequence in claim 8, the peptide of claim 6 
"comprising" the sequence of SEQ ID NO: 25 in claim 10, or a pharmaceutical composition 
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comprising a peptide and pharmaceutical acceptable carrier of claim 13, or a sterile composition 
comprising a peptide and a sterile aqueous solution of claim 14 . The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and or use the invention commensurate in scope with this claim for the same 
reasons set forth in the previous Office Action mailed 5/21/04. 

Applicant's arguments, filed 8/21/04, have been fully considered, but have not been found 
convincing. 

Applicant stated that reliance on assertions of unpredictability are not enough to doubt the 
presumption of an enabling disclosure. Applicant contends that there must be objective reasons 
why undue experimentation is necessary to make and use the claimed invention. Further, undue 
experimentation is not the same as the absence of experimentation. Applicant submits that the 
disclosure and the claims were enabling as originally filed for the full scope of the claims 
because no adequate and objective reasons have been presented to doubt the ability to make and 
use peptides and compositions as encompassed by the claims and described in the specification. 
Applicant submits that the focus of the rejection on the lack of sufficient guidance and 
predictability in determining which modifications would lead to the inhibition of ot3|31/TSPl 
interaction is misplaced. Applicant argues that the rejection presumes a requirement for absolute 
predictability as to which peptides will or will not have the functionalities as disclosed by the 
instant application and such is not appropriate standard. Applicant submits that the standard is 
that of whether undue experimentation is required to make and use the claimed invention. 
Applicant further submits that a skilled person would be able to make a wide range of peptides, 
all of which comprise the sequence as recited in the claims and disclosed as the instant invention, 
and then identify their ability to function in the various activities disclosed in the instant 
application by using only routine and repetitive experimentation. Applicant argues that a skilled 
person can make various peptides and compositions as encompassed by the claims and then use 
only routine and repetitive screening as "experimentation" to identify those that possess the 
functionalities as disclosed in the instant application. Applicant points out the rejection attempts 
to support its position by asserting generalities relating to the concept of altered protein 
structures leading to altered functionalities. Applicant submits that the assertions are irrelevant if 
no undue experimentation is needed to identify and use peptides as encompassed by the 
invention. Applicant submits that methods for such identification include those disclosed in the 
instant application and known to the skilled person. 

However, In re Fisher, 166 USPQ 18 indicates that the more unpredictable an area is, the more 
specific enablement is necessary in order to satisfy the statute. Applicant has provided little or no 
guidance beyond the mere presentation of sequence data to enable one of ordinary skill in the art 
to determine, without undue experimentation, the positions in the peptide which are tolerant to 
change (e.g. such as by amino acid substitutions or deletions), and the nature and extent of 
changes that can be made in these positions. Due to the large quantity of experimentation 
necessary to obtain the peptide variants, to generate the infinite number of derivatives recited in 
the claims, and to determine the specific activity of the infinite variants, the lack of 
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direction/guidance presented in the specification regarding the same, the absence of working 
examples directed to the same, the complex nature of the invention, the state of the prior art 
which establishes that biological activity cannot be predicted based on structural similarity, and 
the breadth of the claims which embrace a broad class of structural variants, undue 
experimentation would be required of the skilled artisan to make and/or use the claimed 
invention in its full scope. Identification of peptide sequences that inhibits the interaction 
between a3pl/TSPl using only routine and repetitive experimentation is not sufficient to enable 
the claimed invention. However, in order to satisfy the U.S.C 1 12, 1 st paragraph, the 
specification has to teach how to make and use the invention, not how to screen to identify the 
invention. Until the time such peptide sequences identity are found, then one skill in the art can 
make them. 

Applicant submits that contends that the rejection base on that the disclosures of peptid3es 
comprising at least one, but not all, D-amino acids is also misplaced. Applicant submits that 
there is no objective reasons have been provided as to why a skilled person would be unable to 
make, identify, and use peptide without undue experimentation. Applicant states that sufficiency 
of enablement does not require absolute predictability as to the possible positions of all D-amino 
acids. 

However, has been clearly stated in the previous office action that one skilled in the art at the 
time of the invention would not be able to predict which amino acid(s) of the peptide can be D- 
amino acid and still provide inhibition of a3pi/TSPl interaction. Consequently the skilled 
artisan would not know how to make the instant invention as broadly claimed. 

Regarding the pharmaceutical/sterile composition, Applicant argues that there is no objective 
reasons to doubt the statements in the instant application regarding the uses of the compositions 
as disclosed and claimed. Applicant further argues that in the absence of reasons to undue levels 
of unpredictability in formulating and testing the compositions as claimed, the claimed 
compositions must be presumed enabled. 

However, if the use disclosed is of such nature that the art is unaware of successful treatments 
with chemically analogous compounds , a more complete statement of how to use must be 
supplied. There must be a rigorous correlation of pharmacological activity between the disclosed 
in vitro method and an in vivo method to establish practical use. "First, although appellants' 
specification describes certain in vitro experiments, there is no correlation on this record between 
in vitro experiments and a practical utility in currently available form for humans or animals. It 
is not enough to rely on in vitro studies where, as here, a person having ordinary skill in the art 
has no basis for perceiving those studies as constituting recognized screening procedures with 
clear relevance to utility in humans or animals" (emphasis added). Ex parte Maas, 9 USPQ2d 
1746. "There is no evidence of record that experimental animal models have been developed in 
this area which would be predictive of human efficacy." Ex parte Balzarini, 21 USPQ2d 1892. 
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13. Claims 1-5, 7-10, 13-14 and 46-47 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention for the same reasons set forth in 
the previous Office Action mailed 5/21/04. 

Applicant's arguments, filed 8/21/04, have been fully considered, but have not been found 
convincing. 

Applicant traverses that rejection base on the ground that no prima facie case of an inadequate 
written description has been presented. Applicant submits that there is no difficulty with 
"envisioning" or even writing down all the sequences encompassed by the claims. Applicant 
submits that the formula is given, and the peptides are clearly those having a definite number of 
sequence possibilities. Applicant submits that such sequence possibilities are present in every 
peptide encompassed by the claims, and so there is no factual basis to support the instant 
rejection's assertion of inabilities by the skilled person. Applicant points out the very structures 
defined by the formula recited in the claims are the structures which have been disclosed as 
having functional properties in the instant application. Applicant submits that each of the 
sequence possibilities encompassed by the formula is a representative species supporting the 
scope of the claims. Applicants submit that they are in possession of the claimed invention. 
Applicant posses the following question for consideration: does the instant application place the 
invention as claimed in the possession of a skilled artisan presented with the instant disclosure? 
Can that artisan practice the claimed invention? Applicant submits that no basis has been 
presented for why the skilled person cannot follow the instant disclosure to make and use all the 
peptides encompassed by the claims. 

However, there is no described or art-recognized correlation or relationship between the structure 
of the invention, the generic formulae and it's anti-angiogenic, anti-proliferation function (i.e., 
inhibition of ot3pl/TSPl interaction), the feature deemed essential to the instant invention. 
Therefore, one of skill in the art would not envisage, based on the instant disclosure, the claimed 
genus of variants which retain the features essential to the instant invention. 

14. The following new ground of rejections are necessitated by the amendment submitted 
8/21/04. 



15. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and using it, in 
such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying out his 
invention. 

16. Claim 46 is rejected under 35 U.S.C. 1 12, first paragraph, as containing subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 



Application/Control Number: 10/030,735 



Page 7 



Art Unit: 1644 

relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a New Matter rejection. 

The phrase "R2 is a peptide of 2 or 3 amino acids" claimed in claim 46, line 3 represents a 
departure from the specification and the claims as originally filed. 

Applicant's amendment filed 8/21/04 does not point to the specification for support for the newly 
added limitation "R2 is a peptide of 2 or 3 amino acids" as claimed in claim 46. However, the 
specification does not provide a clear support of "R2 is a peptide of 2 or 3 amino acids". The 
instant claim now recites a limitation which was not clearly disclosed in the specification and 
recited in the claims as originally filed. 



17. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless — 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this or a 
foreign country, before the invention thereof by the applicant for a patent. 



(e2) the invention was described in a patent granted on an application for patent by another fded in the United States before 
the invention thereof by the applicant for patent, or on an international application by another who has fulfilled the 
requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention thereof by the applicant for 
patent. 

The changes made to 35 U.S. C. 102(e) by the American Inventors Protection Act of 1999 (AIPA) and the Intellectual 
Property and High Technology Technical Amendments Act of 2002 do not apply when the reference is a US. patent resulting 
directly or indirectly from an international application fded before November 29, 2000. Therefore, the prior art date of the 
reference is determined under 35 U.S.C. 102(e) prior to the amendment by the AIPA (pre- AIPA 35 U.S.C. 102(e)). 

18. Claims 1-2, 5 and 13-14 are rejected under 35 U.S.C. 102(a) as being anticipated by JP10- 
25896 (9/1998). 

The '896 publication teaches the a 9 amino acid peptide comprising the sequence QVRF 
(claimed SEQ ED NO: 53) (see page 10, the table, 2 nd peptide in particular), wherein XI is Q and 
X4 is F, wherein Rl is one amino acid, and R2 is 1-3 amino acids. The term "comprising" 
would open the claimed peptide to include the extra amino acid(s) at the C-terminal. 

The reference teachings anticipate the claimed invention. 



19. Claims 1-2 and 5 are rejected under 35 U.S.C. 102(e) as being anticipated by US Pat. No. 
5,789,184, 
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The '184 patent teaches the a 1 1 amino acid peptide comprising the sequence QVRF (claimed 
SEQ ID NO: 53) (see page 123, patented SEQ ID NO: 55 in particular), wherein XI is Q and X4 
is F, wherein Rl is 1-3 amino acids, and R2 is 1-3 amino acids. The term "comprising" would 
open the claimed peptide to include the extra amino acid(s) at the C-terminal. The ' 184 patent 
teaches the peptides in solution (see col., 7 line 5 and line 10 in particular). 

The reference teachings anticipate the claimed invention. 

20. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of 
this title, if the differences between the subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to 
which said subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 



This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

21. Claims 7-9 and 13-14 are rejected under 35 U.S.C. 103(a) as being unpatentable over JP10- 
25896 or US Pat. No. 5,789,184 each in view of U.S. Patent NO. 5,770,563. 

The teachings of JP 10-25896 publication and US Pat. No. 5,789,184 have been discussed, supra. 

The claimed invention differs from the reference teachings only by the recitation of Partial and 
full retro-inverso peptide sequences in claim 6, at least one D-amino acid in claim 7, all amino 
acids are D-amino acids in 8, a sterile/pharmaceutical composition in claims 13-14. 

The '563 patent teaches thrombospondin peptides which all D-amino acid peptide analog of a 
peptide from the A chain of the extracellular matrix protein laminin replicated the activity of the 
natural sequence to influence tumor cell adhesion and growth in vitro and in vivo (page 255-258 
in particular). The '563 patent further teaches that retro-inverso peptides have been successfully 
applied to increase the stability and biological activity of peptide sequences for therapeutic 
applications. Finally, the "563 patent teaches that the peptides may be modified to include full or 
partial retro-inverso sequences. Use of retro-inverso peptide sequences minimizes enzymatic 
degradation and, therefore, extends biological half-life of the peptide moiety (see col., 25-55, in 
particular). Moreover, the '563 patent teach a pharmaceutical composition according to the 
invention, wherein the composition comprises an effective amount of a peptide and the 
sequences set forth in Table 3, in combination with a pharmaceutically acceptable excipient or 
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carrier for the use in treatment of the particular disorder for which treatment is sought (see col., 
33-34 under Pharmaceutical Compositions in particular). 

It would have been obvious to one of ordinary skill in the art at the time the invention was made 
to make the amino acids of the peptide taught by the Prater et al full or partial retro-inverso 
sequences as taught by % 896 publication or x 184 patent and to include them in a pharmaceutical 
(sterile) composition. 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
do so because use of retro-inverso peptide sequences minimizes enzymatic degradation and, 
therefore, extends biological half-life of the peptide moiety as taught by the '563 patent. Further 
because the composition can be use in treatment of the particular disorder for which treatment is 
sought. 

From the combined teachings of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 

22. No claim is allowed. 

23. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



24. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad whose telephone number is (571) 272-0845. The examiner 
can normally be reached Monday through Friday from 7:30 am to 4:00 pm. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Christina Chan can be reached on (571) 272-0841. The 
fax number for the organization where this application or proceeding is assigned is 703-872- 
9306. 
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Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

MaherHaddad,Ph.D. 
Patent Examiner 
September 17, 2004 
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